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[0 0 0 1 1 
10 0 0 2] 

[0 0 0 31 
[0 0 0 41 

BP*)^ WmM.&m40 iiimHgJaji> W:^msfa.&mO rmiig&.±(Dm^. -^Sk&tir^o t 
tz. 2mmmX:r.:;f.^^y^s^tfzii:zflKm'r^m&mzi^^. so mg/6L^J.±<0^>^^^ 

tmm^fifz^^ir^^^^^i^t-t^o n-m.it. mmzx^m^mm^^unb. 

<DiS:m<7)M^i5:mmm K500 g&.±<DWM.mM<D;^<}fzm'ktir^o ::^fih&^(DX>t^X 

7';i'^#^A#^2 : > v:^ ;v vf^-ti. 1998:340-60. ) o 
[0 0 0 5] 

t.fz. -'m:-^m.^mmmx\tmm^mM.i)^'^'p\^. mmm^^'^^ ^h-h-h. «^ 
y^^i^m.i^^m'm.-^^^^^^'h. MIC. %MmBi^%m.x\-miA^m.^ifx%^-f w 

TciE- 'ffi, ^W^nm.. W7';vmfl-^iAfl-^2: ^v^*;vtfi-%. 1998: 
340-60.) o 
[0 0 0 6] 

[0 0 0 7] 

t/i, Sii4'«^£>6-'«^<bLT< Si:JI&MMj&*®TL. |&iB<^m«^m*t>cSd«M'fk 

■fhfz^. ^(Dwmm'W>m}^5^w^'^-^^^^±.x-K^xhho -e-i-c% sfe^s-Mii 
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[0 0 0 81 

mW.Mt:ii^'±W-o^^m^^ y^-^'^W'C^^^ (Urade Y. et al., Prostaglandin D syn 
thase: Structure and function. Vitam Horm 2000:58:89-120.) o L-PGDS(±^ MtrLfz 
W3^S*x#<^IflL*-elSiifti£^^3|^ai$^^'i)^t^*^'g•$^LT:fc^) (Hoffmann A. et al.. Mo 
lecular characterization of ^ -trace protein in human serum and urine: a potenti 
al diagnostic marker for renal diseases. Glycobiology 1997:7:499-506.) > M^'n 

i-^ifc^^ibid^lcL'Ci/v: (Hamano K. et al.. Blood sugar control reverses the i 
ncrease in urinary excretion of prostaglandin D synthase in diabetic patients. N 
ephron 2002:92:77-85.) o tfz^mn^hkt. V-?(SiSi)mmmt^y - ^ Ki^^^XM^ 
^ tL, MlSsL^'L-mBM^X ii^m^L-VGdSmmmMir ^:it^mhi}-KLX^fz (Eguc 
hi Y. et al.. Expression of 1 ipocal in-type prostaglandin D synthase ()9 -trace) i 
n human heart and its acciomulation in the coronary circulation of angina patient 
s. Proc Natl Acad Sci USA 1997:94:14689-94.) o ^<7)Xoi'. L-PGDSfc W^M^)^ 

tt t < ^It $ tLT V* ^ o o 
[0 0 0 91 

Hoffmann A. et al., Glycobiology 1997:7:499-506 
[W^ff:Scm2] Hamano K. et al.. Nephron 2002:92:77-85 
[#^#W=:5:St3l Eguchi Y. et al.. Proc Natl Acad Sci USA 1997:94:14689-94 

[ 0 0 1 0 1 

:^^m<^mmii. ^tit x-m^ <o^^^mz <t o x^.^^izm^Lx\^^fzmm^m&<o 
mmim9:-r^tzib<D^m 

[0 0 1 11 

:^mm^hii±mmmim^-f-^<MMm%i:m3itz^^. ;^^(7?#i^4'l-pgds 

[0 0 121 

:^^mii. ^m^:;:^msLLtz^m^m^(OL-?GJis^m^-r^^ti:wwLt-t& 

=&Tii^Ls ^(Dm^mtJE'^iS:m^xx^/'tfzit-&m^mmiS:mxy)m^LfzwwLUM^ 
[3] ^^^xy)imLLtz^m.WF^'=^(0}^ h i;^:*u vM-za^^^^^^.^^v^vD-a-^p* 

[ 4 ] X*)mL Vfzi^m.nM^<D\^ Y V ^fJ y >M ^^'n ;^ ^ 7 :/ y VD^^0^ 
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=£rifi!l^L> -?-OM5e'lt'&. iE#a^:fe J:tF/S fctiSm^ft^CTi ^9$&flJlL/«:#^^t^*l■ 
[10] ^m.u.^^o\iy')yt°ifjv>m-^^=':^^^9yi^>D^^mm<om^^> 

[1 2] «ft^'4'<^Vi h 'j'-K:^ V>M7'n;?>^ir9>y>D^^^^Oi!l5E'l:^ ^fe^^^ 

[13] #f^ftJ|s|-5&«JfiLTefC*^[l]~[l 2]c7)v^-ftt:d-<^:^fe, 

[14] «f^^7&«m-Cab^[l]~[l 2]<7)V>-rtL;6^<7?:fri£> ^ibO^t:: 

[15] ^li h VJi^J&U >a"/n;^^^9>-:^:^D'^^^^tlL#«:'^tf. ■&m^mi^<^^ 

[0 0 131 

tfm^mii>x^mx;h^o 

[0 0 14] 

• ^ m^-t :h^mt\^Xii^ L-PGDSjiS ^S: iE$l KK'^kir h m^^X^Hkim K^ti ^ tt-f 

L-PGDStc#Mfi<j^^y ^'n-^;v^'($:t>tt±53^U ^n--^;v^#=S:fflv>>t0# 

^\zX.h(Di}m^'^^^o ^'^-:^;^t^L#i: LTfi> -'N^f'TV K-^*^1B7 (PERM B 
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P-5709) . 7F5(FERM BP-5711)> 6F5(FERM BP-5710)^ 9A6(FERM BP-5712). 10A3(FERM BP- 

# * ffl v> 7t ^J- > K -^^ELISA^ft t L T . BE tiJ: o Tlili $ ttX v> * L-PGDS 
i^tti^yh (W097/16461) ^fljffl-fttff^v^o 
[0 0 15] 

-eili]^ $ tt/cL-PGDSi^M^'Ilt 'Srtg:^ L T ^mt^mM i3 It * fl&M^«g<^®T «r ^J^l" 
c: t /6^~T? ^ o 
[0 0 16] 

lEltBJfil> '^i^i^m^mmmi^^XfM-Sk^^B^^l^^^-tmLLP (hemolysis, elevated 1 
iver enzymes, and low platelet count) ^mW^^^-^ ^l&l'^^*^'^^'^^^ o 
10 0 171 

mii^himLLfzi^mU^^^(OL-?GDS^m^-t^o -^-LT, iEt^E^lw:felt^L-PGDS059^^ 

PGDS05&>y ^ffi'^ISl^-r^o ^v>-e. 'JTOt/tMfi^^^'OL- 
PGDS^ill^L. m^m^ * y h :t ^-fili: Jtfe-r^ ^ t J: 19 . L-PGDS^JS^«* > :f7'(it 

. ^y^'^^m.. ^Mtv^o/;|S|J^^t»tlcSo%^Tm^i:^#ti:$3-lt^ ^g^li*5tt^ L-PGDS 

10 0 1 8] 
[0 0 19] 

M^ iEM323l£l^<7)a^-e{i50~60/zg/dLOP^4::i£^-r^^i:>&^-^'^^o t^^c. m^m.^ 
t±3.5~7.5mg/g^ VT^-><^F^l::iS^-t'5>^i:**-ei^o tfz. «Si>f 

ft" m^-e 4-9 mg/g^ vT^^y<Dm \z.m.^-t ^ c t *«-e § s o ^M^"*^ i^iffiB u t: v> 
Y^ym.-^mki'^^'^m^. ^m^ktmi^m.mBi^^mzm.M.i^x^^^hhn'^^ix. 5 

[0 0 2 01 
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V^tLff. 't<DXo^j:^^U^^<7)L-PGmm&iB]^-t^^t},ZX'oX. (retros 
pective) K:^ y Vty^^m^-r^^ti^X^^o ^hK. i(7)^«M'4'«^=Sr^^L 

iiz^if. ^firfi(D^}m.m'^L-?Gds<7)mmt:m^L.. M&m-&m^mm^^m.vfziS:m 
<D^&mo\^?G\)s<Di&mtmmmi&m^mm^^^Lfzi&m<D^mw!<^L-?Gds<Dmm<Dm 
izijv Y-^ym^mMt^^hizx^, %mM&m^m&^^^-f:h^)7.^^m^-r^^ 

[0 0 2 11 

L-PGDS<^M^TiISL> mW.=9^<Dfzib(r>U y h * 7iit t Jt^-TS vi J: J? , 

^m^m&-^%^-r^') :^^^m^-r^o m^\t. m^m^*y y^ymz^^wft\t 
. ■^^m\zm^^%&-^^m.-f^'):^^is^'^^tm^^ft. i3 y Y:^ym.\'}^^mwt 

. m^m\z^m^mm.-^^&-f^'):^i^ifl^^^hn^'^^^o ttz, hr^^-fittcib-?: 
[0 0 2 21 

x'}i3.o~iomg/g^' vT^->tci£^-t^ii;7&5T'^;E.o t/i. ■&mmm^^zm&m-&m 

^m^^^Mir^'^^^Tb^if-^-t^fztixD:^ y JtD.tf ^E'eti60~75//g/dLO 

[0 0 2 31 

[0 0 2 41 

^hiz. :^^m a &m^mM i^mLx\^^^mm^^hnw.\^ tzi^mum- ^ <^l-pgds ^ sij 

^ v> {il&^B t^Mlf It «^<7) ^#70^^ C T v> ^ fFfB-r ;g> ^ h =g: 9 o ^^Si^^ff <7)L- 

tumr u T v> ;& t fF^ L# ^ o 

[0 0 2 5] 

i-^o ^fic^tTtti^'y hit. m^y hi)mm^^n^^izm':^<m^it. m,i^^mmit 
fz^-^ y y-^ym.^%m,\^fz^m^% l < {4* ^ h :}•7^it^cL-PGDSisat*'&t>^^«lmift 

[0 0 2 61 

ii>XT\z^^m-i:%mm\^i^^mmztm-r^ii'^. ^^m<omM\t^i^h^mm\zmhWi 
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mmm] 

[0 0 2 7] 

#:T^4'L-PGDSjtjK{±> i>J.T(Om^'^y y -^ELISA^ J: «9 L /io 
^ -f^ h L-PGDS t ^-^nltfe^^- H h L-PGDS^ ^ n - ;vtfL# ( n - > : 7F5) =S: 
50 mMRmJ^«^ (pH9.6) -^AAfig/mLt^j:^ X ^ iZ^^L. 96^ JV-^ ^ u ^ y( ^ - 
-fV- hJC300/uL/'>x;v-foJPx.-C. 4r-e— Hfe>f v^^'^- h-r;g>^ ttr J: ()Pffi<bL 
/Co h >'m^^®^S:ftm7K (pH 7.4. IJITPBS) "eSllliJfeili-L/cm. 0.2%:^ 

•tV ^^-^tfPBS (pH 7.4s \>Xyrxiv^yVm 'S:300/zL/'>i;V-f-::>Jpx.. 30t:i?90^ 

- h'^ 0.05% Tween20^^tf PBS (T-PBS) "eSUI^^L/cf^. gilJl^?^ (•7*n > 

«L/c^2|ST£^^v^{i«^'») =&i00A^L/'>i;v-r-oj!]n£. sorT-QO^S-F^-f ^^^^ 

- h L/co T-PBSt?3111^^L. •:^n 5'^>^^-e0.5//g/mLi:'S:'& i d^f^L/w 
0v¥'7-^?-tr^;W^^'>^^— Iflim^bfiL-li M>-PGDS^^^'n--^;v^#: (^'n-v : 1B7) 
«:100AtL/':7i;vfoJnx.. SOt^-cgo^W-f h tfco RC&f*:. T-PBS-eSUl^^ 
U> ^-fel^ (ABTS solution : ^-V>*'-^>^^-f Attm) ^lOOyuL/'ir :i^;V-f -^^Jnx.. 
30X:-e30:9'F^-f h L/Co RSf^. ^±M. (1.5%vi'i7m) ^SrlOO/zL/-^ J^^Vf 

is It -2. * iffl ^ L /c o 
[0 0 2 8] 

±IB^> K-f ^;'f-ELISA-i£tifflv^f>:^y (^n->:iB7. 7F5) ti. ^ 

't^J^MP^l^T'V >1.0 niL=^ftStLs ■€-<om2ji^ati-etL-rtL<^trL#^^mixio 

lTil#3-i-) ti> lB7tCov>-C{±FERM BP-5709 (JI$t£0^fiS;7¥9^21S) , 7F5tCOV^ 
TJiFERM BP-5711 (i^^fE 0 ¥^8^6^ 6 H ) t LT^K^ tLTV^So 
[0 0 2 9] 

<t?7«*i4'«®$i<^)jfiL4'L-PGDSi&js^Jti^t7to ^m=^iiiit-^^o mmzm^xm^^ii 

v^T(i> lE'S' (n=14. 46.1±10.3;/g/dL. ^i^m.±WM^^) l-ifct. ^^g't'ftil (n=10 
, 72.8±12.0;^g/clL) •tr^^lCL-PGDSA'fitr^oTt (P<0.0001) o -^^c. «*g323ljy.i^tc 
•iSV^T^). jE# (n=13, 48.3±13.9;ug/dL) I'JtL. (n=10. 65.4±9.9;/g/d 

L) "C^tT^tCL-PGDSiS^iT-^o/c (P<0.05) o ^oT. 'fPItt<^^M;=^x- vHiSV^T 
jf[L^>L-PGDSM>6«ii5'(iT'*> J^'&fiM'f ^^^1" ^ ^tm^&^iSi < , JflLt>L-PGDSiiI5£ 

[0 0 3 0] 

i5iixriS:m^mMf&M<om^m^UMl'f^o m<^it$oav>=g:MjEf S/ca^l-. l^tt'l^PG 
DS#f?ft*l±m4'^' ^Tf-->1 g*yi:l9 l^milL/i (mg/g^^ VT^- V) o ^*«ria2tr75 
-To am31ilJSLBtrt-:^5V^Tti. iE-^ (n=14. 2.53±0.97 mg/g^' VT^-V, ¥i^^±« 
m^M) tCjtL, (n=10> 9,90±7.07 mg/gjJ' VT-^^^-) T'^^tCL-PGDSift 

fi|t?*o}/t: (P<0.0001) o ttz, fim32MiXmzi3\^^X i> . jE-ir (n=14. 3.38±2.16 mg/ 
g^^^T-9"::^» ICJtUx aSgtfS^ (n=10> 8.03±3. 52 mg/g^ WTf-- >) -^^^^.KL- 
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PGDSiSffi-e^ofc (P<0.005) o ^^&o-C. 'fPltLCoaM:^x-vl^i3V>-C^>m4'L-PGDSM 
[0 0 3 11 

if. m.^L-?Gmmmi:it^Lfzo -e-o^^, msii^u/iiaii, e^m<^i£d.>i^l-pgds^ 

m (n=12. 71.9±12.5A£g/dL, ¥i&m±»«M) (n=9> 52.4±14.4// g/dL 

) nJt-^^^l^iS'ffi-eabo/c (p<o.oi) o t^o-c. aigt+'«^m^icj3v^TjflL4'L-PGDSm 
10 0 3 2] 

m4'L-PGDS«l:'lrJt«cL/io L. mtt'L-PGDS»fi{i^>^ ^ V 

^M<^m4^L-PGDSS»=: (n=12. 9.72±6.75 mg/g^^ VTf-- W'(i±^*'IS^) 
X ^i^M (n=9, 3.87±3.55 mg/g^' VT-^^V) t'±b^^^t-^'(fi"e^>o/c (P<0.01) o 
t^oT. SM'^*^M#l::*5V>T^4>L-PGDSSf?ti:S^^]S1i-e*>;i>m'^{i>f#^^^'m^-e* 

10 0 3 31 

iSmi5-255l<^M'1^«3^ =£: fl^ L T >fc v^aji24iS =SrM* JflLtf L-PGDSiftJK ?r iHfe L 

^L/ciE#ia^ • S^3lMJ^J.ttrtC:fo-tt^J&*L-PGDSjtJg<?595^N*'--fe>'^J'-f >'l^<^iit't?*>;5>61 
.8,/g/dL=^W^fi<l'5r?!'-^ h:t-7^ftfcL, |!ti^^«r-?-tLji;T<7)P t 'etL^Mx.^S^02^tC 
^m\^-tZo -eo^m^ «n::^L/v:J: ^ I'. ifliifL-PGDSztffiei.S// g/dLJ^J.T<^S^-e{±17iS 
tf'l^<^^:J>^'^m4'«=Sr^^LyiOlC^^i-t (5.9%) . 61. 8^ g/dLm±Oi^t?t±7i&4>2i& 
i.^^X'4'«#=^§l5^t/>: (28.6%) o «*J:>9. ^ff^^^l^JELTV^^feV^ffi^ir 
isv^T fejfii(t'L-PGDS^tJK**li5'(«'t?ib*^^t±-?-<0^O'=t'#SE^^Onrt^^75^^ < , ifiL^'L- 
PGDSmM^l- J: o t:iEm't»#^<0|&ie^^^'^ ^ ^ <^ ^ ^^-o 
[0 0 3 41 



aiaE#2 004-3097448 



2003-332084 



8/ 



1 




40 




m 


2 


1 


64.6 


1 


m 


3 




51.1 






4 




38.6 




m 


5 




39.0 






6 




37.8 






7 




59.5 






8 




58. 8 






9 




49.5 




is 


10 


1 


76.0 


1 


m 


11 




39.8 




m 


12 




53.5 






13 


1 


64.8 


1 




14 




46.8 




m 


15 




50.5 






16 


1 


68.2 


1 


Si 


17 




43.0 






18 




48.7 




m 


19 




34.6 




m 


20 




62.3 






21 




44.8 




m 


22 




59.6 




m 


23 


h 


64.3 




m 


24 




78,8 




m 



\ |L-PBDS>61 . 8 u g/dL 



[0 0 3 51 

y ^ }V (7)^X^^4.21 mg/g^ UT^^y^^^^^J:-^ y h:tJ7mtL. ^^^^^t^ 
L (7.7%) . 4.21 mg/g^^yT^=^yi>-k±<7)^xm^^3^t■MmXf¥m^'t^&Lfz (3 
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2. iu-i?GDsmmm^^<Dm.o:>ts:m^m'M<Dm'M^u 



mmuo. 
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17 
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24 
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28 
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30 

31 

32 
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0.96 

L_45 



11. 21 



6. 63 



3. 72 



4.51 



0. 97 
2. 40 
1.46 
2. 91 

1. 90 
1.12 



27 
01 



1. 61 
1.61 

1. 57 

2. 94 
2. 26 
2. 06 
3.72 
0.13 
0.80 



1. 80 
4.17 



6. 69 



3. 49 
2. 16 
12. 98 
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4.41 
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3.89 




4. 50 


1 



It 



m 



jL-PGDS>4.21ing/g^b7f:^ 



[0 0 3 71 

(n=9. 58.9±9.6//g/dL. ^^m±nmmm.) i^ifcu. MmMiS:m^m& (n=8> e 

9.2±7.4;/g/dL) -r{±;t^trL-PGDSMt^:^ii:7&«^J^L/c (P<0.05) o ti&oT, JflL'*' 
[0 0 3 8] 

mUnm^^M (n=8. 4.59±2.12 mg/gi^ VT^^^x ¥*^^t±^JiiiM) i^itV. M^E 
MSM^"*^ (n=8. 8.69±2.72 mg/gi^ VT^-;x) X'it^MAZL-PGDS^itttj:^ ^ t-^^ 
mmLfz (P<0.05) o tJfeoT. m4'L-PGDSi*Jltm#-efifi^M«M4'«^«r^^i-^"^tg 

10 0 3 9] 
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•To E^MT't±^^Mt^Jt-<*^l::L-PGDSiS'ia-e^o /Co 
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ffiiE#2 0 0 4 



-3097448 



#M 2003-332084 



2/ 



[1121 




aiiE#2 004-3097448 



#M 2003-332084 



^-z^ : 3/ 




aSSE#2 004-3097448 



2 003-332084 



4/ 



\ 

tUD 
CO 

o 
a 

il 



15 



10 







\ 

















MM 



nmm^^zsmmmi&m^mmz^n^m^ l-pgds mmi 



miE#2 004-3097448 



#M 2003-332084 



5/ 



11151 





on r 




p<aD5 




C/5 

8 

ll 30 

; -B- 
1 ^ 




1 
























1 

1 


! 0 

1 











^M4'#^!fl§1^M®lfiL'f L-PGDS 



mW^2 004-3097448 



#0 2003-332084 



^-i^ : 6/E 



me] 




tim^^'M^^ni!(om^ L-PGDs ^ms 



miE# 2004-3097448 



S^m 2003-332084 



: i/E 



>g-^^* (L-PGDs) ^m^ir^^t^s^WLt'ri>. nm^mmo^a^is-^o 



tbiE#2 004-3097448 



1 



1 . mM^^ B 

ft m 



mm 2003-332084 

m m A m m m m 



[000003274] 
1993^10^ 70 

m^#=f'ftffliB::^¥wr iTi i#2-^ 



miiF*-^ ailE4# 2004-3097448 



#M 2003-332084 



✓^-v? : 2/E 



m m A m M m ^ 



mW^"^ [390000745] 
1 . "^^^B 0- 1990^ 9^210 



mtiF*^ mmM 2004-3097448 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the appHcant, 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

P-iMAGE CUT OFF AT TOP, BOTTOM OR SffiES 

HfPADED TEXT OR DRAWING 

li^'BLURRED OR ILLEGffiLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GR^Y SCALE DOCUMENTS 
LINES OR MARKS ON ORIGINAL DOCUMENT 

□ R£FER£NCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: \ 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



